ARYLACETAMIDE DERIVATIVE OR ITS SALT AND MEDICINE CONTAINING THE SAME 

JP1 1193271 
1999-07-21 

KAIHO TERUMITSU; OKADA TOMOKI; TAKAHASHI YOSHINORI; MIZUNO HIROYUKI; HONDA HARUYOSHI; SATO 
SUSUMU 

SS PHARMACEUT CO LTD 
H JP1 1193271 
J P1 9980290576 19981013 

C07D21 1/58 ; A61 K31/00 ; A61 K31/00 ; A61 K31/445 ; C07D21 1/94 
Equivalents: 



Abstract 



PROBLEM TO BE SOLVED: To obtain the subject new compound having excellent anticholine actions and calcium antagonism, controlling 
reflection bladder contraction, having safety, slight side effects such as thirst, etc., useful as a preventive and a therapeutic agent for urine 
accumulation disorder. 

SOLUTION: This compound is an arylacetamide derivative (salt) of formula I (R<1> is an aromatic hydrocarbon or an aromatic heterocyclic 
group which may contain a substituent group; R<2> and R<3> are each a hydrocarbon or a heterocyclic group which may contain a substituent 
group; R<4> is H, a hydrocarbon or a heterocyclic group which may contain a substituent group; (n) is 0 or 1) such as N-(1-benzyl-4- 
piperidinyl)-2-ethoxy-3-methyl-2-phenylbutanamide. The compound of formula I is obtained, for example, by firstly reacting an &alpha - 
ketoester of formula II (R<5> is a lower alkyl) with a compound of the formula; R<2> -M to give a compound of formula III, hydrofyzing the 
compound to give a corresponding carboxylic acid derivative, further alkylating its hydroxyl group, condensing the resultant substance with a 
compound of formula IV and optionally oxidizing the resulting substance. 
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[0 0 4 9] 1 H-NMR (CDC1, ) 5 : 0. 82-2. 55 (1 1R m). 5. 8 
2(2H,brs), 7. 23-7. 82 (5H, m) 
[0 0 5 0] 3 

2 -I h + y- 3->f Jl'- 2 - 7i^7*^>S (ft 

^ (7) ) <om& 



( 8 ) 

13 

2-kHn+-> - 3 2-7 3L-)V7$ >m 

({£•&#> (5) ) 3 0. 0g^y^fM;^*->K2 
5 0nUzmmV. Tkmitft >J V A<Df!t3fc (8 5%) 6 0 

1 o omi^jp^.T8 ox:T6mmmw^ iNmm\z& 
*bfc^. a«s*«ffi«*b*wt^***«*tUT io 

2 7. Og (78. 7%) fffe. 

[0 0 5 1] 1 H-NMR (CDC1.) 5 :0. 63-1. 40(9H, m), 2.65 
(1H, q), 3. 37 (2H, q), 7. 24-7. 82 (5H, m) 
[0 0 5 2] Mt&M 4 

1 - 073^)1- 1 - y±~)V- 2 -y"n tf >- 1 - 

(io)) ©sit 

U f ^ A 7 1 ? U h* • Xf 1/ >i?7 5 8 . 46g 

x.-)\strh>9. 2 o gcD^^^;ux;u*;+->K^3 

Oral^JDnx.. Ii8T-4«fMWL,fc. KJStt***«frK: 20 
X-5MHStfcib> *. 

MJ* A KTfeiftt*. »«E**ffiB3cLfc. 
3SM£->U#^;fr5A (^^-y-> : Pflf^= 1 
0:1) fCfcOHMSSfrV*. ®fflft^*H'&tttt#Ji: 
bT5. 80g (68. 8%) ft*:. 
[0 0 5 3] 'H-NMR (CDCh) <5 : 1. 51-3. 17(7H, m), 2.71 
OH, s), 7. 23-7. 72 (5H, m) 

[0054] mmm 5 

2 P!7*5^- 2 - t h*D^->- 2-7x.=.)\>Wm 
«t-&* (5) ) ©Mii 30 

1 - ->y- d^ju- 1 2 -yptf>- 1 - 

)V {it^m (10) ) 5. 8 0 g(C7K2 OmlSrflnA. 
jMV>^>1?AU^A1 4. OgC03 0 0ml* 
»tt*0'C-C*TU *6!C2RrlB»U<«*fL/fc. £ 
2B-t=^ffiit&-?- h U ^A^fln*.. ftjgSr-tr^-f hJgifiU 

Tft««. »j*£MEEH4L£. #Snfc3*i*«:II«X 

UXAitLT2. 3 6g (3 6. 8 %) f#7h. 

[0 0 5 5] 1 H-NMR (CDCU) <5 : 1. 50-1. 91 (5H t m), 2.06 40 

-2. 16(1H, m), 3. 19-3. 28UH, m), 7. 18-7. 33(3H, ra), 7. 48 
-7. 53 (2H, m) 

[0056] mmm 1 

N — ( l 4 - tf^'J - 2 + 

y-3->(5 : ;i/-2-7iz;^>75l J OfcfgBJfft: 

^ (7) ) 1 4 gCfck^iy-fcr^igl 0 OmlfCftfc 

T, =t*-tfu/i^a5< b* 1 5mi£2jn*., s^fcs;/^ 

)1**)IATZ H lml£jjn*.7c&. ^5UT-4^«|^bfc 50 
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i^SIO^-^lf UWD7< K£«ffig£bfc. ^© 
4-75/- 1 -^O-^U-tf^'J v>3 4. 3 g 
<D^>if>mmi 5 OmlSiRTU 

RJt^tc. i Nfcmti- h >) ■i'ATk^^JnAT^Stt 
TktcTife}^ *^c»MM-h'J*ATiaSU ffFft&MBE 

ut&mmn 1 ) stfti**tbT2 

3. Og (9 2. 5%) £#7c. ^-^ £S 1 tC^T, 
[0 0 5 7] HJgtfiJ 2 

f 2- 1 5, 17 — 23, 25. 2 6Rt*3 4) £§Si£ 
Lit. 

[0 0 5 8] !Hj&g0iJ 3 

l-^>> 5 /l/-4- [ (2 - X h^->- 3 2 
-7i^^/-f;W 75/] fcf^U^>- 1 
> F (*S89Hfc&« <t-&»#^ 1 6 ) ©ffilj£ 
N— ( 1 -^y^J)V- 4 - tf^U - 2-lht 

y-3-/f;i/-2-7iz;^>75F (*«*<b 
ft-&*l##l) 4 0 0mg(l. 0 lmmol) ££-P 
D*M2 OmHCig^b. 7 OJgm-^DDig^jRSlE 
271mg(l. lminol) g^T3 BIS3ifi$b 

fc. EJ6*7», hU£A**ttTift» 
U W*H*fc**«^hytfATtt*«, 

6* (ffr&IMM* 1 6) €;*feeStbT3 1 6mg (7 
7%) 

[0 0 5 9] |HS£0!l 4 

#4 2) £gJjgbfco 
[0 0 6 0] HS£0!| 5 
N— (1 -^>v J ;i/-4-e'<'J>'X/l/) -2-7*1- + 
■/-3-/W-2-7ir^>75H (#f£BJ§{t 
^* <fc**#*M) ©Sit 

N- ( 1 -^Oi^JU- 4 - tf^'J ->*x;i/) - 2 - t K P 
+ y-3-/f;i/-2-7ir;P7*^>75H (2 0. 
0 g) ODMFSJK2 0 0mltC7K^ft:^hU^A9. 0 
g^JO^., ^?ST-lB#^Jt^Lfc^, 3 ^^^^8. 
3ml, rl-7-n-7'f)l'7> ; &rvA 7'fWF 
1. 8 gCDDMF^3 0ml$5(c)^TT"l 5^7iHtTl$ 
o<DfSTbrc. 2mffl'&. mzf3<7fc7^)l>8. 3m 

1. 8 gfflDMFM3 OmlSrJk^pTT 1 S jr)-fr*WTty 
■3<0iTFU fOtt^lT-ftWfLfc. 
Jk*5 0 Omllrffi^*., P^Xf^/U3 0 0ml-e2att 
HJ L. TKT-gfe^b. HJ* A 

tk««. »a*«£E«*r*. »*k:x— r-;n o o 
«SfbT, *5zmt&®i <ft***^4) 
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<hLT6. 50g (2 8. 2%) mtzo 

[0061] mmm 6 

^2 4, 3 1. 3 3. 3 5 — 4 1. 4 3-4 5. 4 7- 
5 0) *«ifibfc. 

[0062] mmmi 

N— ( 4 - b:^ 'J - 2 -:7h=£->- 3 

-2-7i^^>7SH CfcflWt^tl ft^#!# 
^27) ©S!i£ 

n — ( i -^>~>*;i'- 4 - tr^u v'-ju) -2-^*h^ 10 

y-3-/?f-2-7iZjW>7Sf J (#fg!3JHt 
ft"&#l#-5§4) 4. 5g (10. 6mmol) OI^ 

(6 0mi) {czkBKfc^ 5 

1. 2g£tra*., gSST6I^IIB***llP*ffofc. -t© 
&. tt**ettEB£U *B9Ht*tt (ft 

^#J#§2 7) *«6fe»tt»tbTS*WK:#fc. 

[0 0 6 3] Iffifl 8 
N — { 1 — (4 h^is^y-JJV) -4-tf^'Jv 5 - 
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75 K (**9Mt^«| ftftlltf 2 9) ©ISil 
N— (4 - fcf^'J >?-Jl>) - 2 -7"h^y- 3 
-2-7irj^>7SF (*R9Hfc£ft fc£r$5# 
§2 7) 1. 6 7 g^v 5 ^-=^tl->2 5ml, tK2 5mlC5Jl 
ft»fltfc*j&»U gf^U'JAO. 7g, 4-*h*-> 
^>i?MP7-fH0. 8 g£AP*.T^igT2 BP<3«# 

tfo (ft 2 9 ) ^ifiWftLTO. 6 0g 

(2 6. 4%) 
[0 0 6 4] Ife5£0ij 9 

iafi«8ira«©*^*ff^. *mM\L^m at^# 

§2 8. 3 0, 3 2SIC4 6) feffiftUfc. JilE©H«5 

£^ i — « 5 tc^-r. 

[0 0 6 5] 
[«1] 
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#M2 3 0~3 9 0 g<DSD%m&^>y h&'5Ui?>5 
0 0 mg/kgRtf a mg/kg, i. p. 

10 fJl.au >l 0 ix g/kg£&-*5-U sMtiKSg^icgL, 
•^co^l O^fiiT'T-tr^UaU^-^^ff^fco T-fe 

L-. -^©^l 2 0^mfl)tiRaiHJ^{C»-r^^ffl^^ 

coitmKJS^^os o%fflumm (iD i0 ) £gtBb 

20 [0 0 7 3] m&m 2 

#1 1 0 0 ~ 1 5 0 g O S D Iffitt 7 7 h CSEM^i 
£iiSP&-^U f©3 O^tC^Ul/A'rJ-JPSrO. lmg 
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